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1 . A compound of the formula: 



"X J — -N 



Z— X 2 Ar 2 (1), 



and the pharmaceutically acceptable salts thereof 

wherein Ar 1 is indole, benzimidazole, or benzotriazole, optionally substituted with lower 
alkyl (1-4C), halo, or lower alkoxy (1-4C); 
X 1 is CO or an isostere thereof; 

Y is optionally substituted alkyl, optionally substituted aryl, or optionally substituted 
arylalkyl; 

nisOorl; s\ 
ZisCHorN; U^/ 
X 2 is CH, CH 2 or an isostere thereof; and 
Ar 2 consists of one or two phenyl moieties directly coupled to X 2 and optionally 
substituted by halo, nitro, alkyl (1-6Q( CN or CF 3 , or by RCO, COOR, CONR 2 , NR 2 , OR 
or SR, wherein R is H or alkyl (1-^C) or by phenyl, itself optionally substituted by the 
foregoing substituents; 

with the proviso that if Z is WX ] is CO, and Ar' is indole, Ar 1 must be coupled to X 1 
through the 2-., 5-, 6- or 7-p6sition. 

2. The compound of claim 1 wherein n is 0. 



3. 



Se compound of claim 1 wherein Z is CH. 



4. / The compound of claim 3 wherein X 1 is CO. 
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5. The compound of claim 3 wherein Ar 1 is indole or benzimidazol 

6. The compound of claim 3 wherein n is 0. 

7. The compound of claim 3 wherein Ar 1 is coupled to If through the 3, 4, 5 
or 6 position. 

8. The compound of claim 3 wherein X 2 is CH^nd Ar 2 consists of two 
optionally substituted phenyl moieties, 

9. The compound of claim 3 wherein 3r is CH 2 or CO and Ar 2 consists of 
one optionally substituted phenyl moiety. 

10. The compound of claim 3 Ayherein Ar 2 is phenyl optionally substituted 
with halo. 




1 1 . The compound of cj/im 1 wherein Ar 1 is coupled to X 1 through its 5- 
position. 

12. The compound of claim 1 1 wherein X 1 is CO. 

13. The compound of claim 1 1 wherein n is 0. 

14. The compound of claim 1 1 wherein Ar 1 is optionally substituted indole or 
benimidazole. 

1 5/ The compound of claim 1 1 wherein Ar 1 is optionally substituted indole. 
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1 6. The compound of claim 1 1 wherein X 2 is CH 2 or CO and Ar 2 consists < 
one optionally substituted phenyl moiety! " 7 



17. The compound of claim 1 1 wherein Ar 2 is phenyl optionally substituted 
with halo. 



18. The compound of claim 1 wherein Ar 1 is optionally substituted indole and 
Z is CH. 

19. The compound of claim 18 wherein Ar 1 is unst&stituted indole. 

20. The compound of claim 1 8 wherein X 1 is CO. 

2 1 . The compound of claim 18 wherein n is 0. 

22. The compound of claiifffS ^flierein Ar 1 is coupled to X 1 through the 3, 4, 
5 or 6 position. 

23. The compound of c&im 18 wherein X 2 is CH and Ar 2 consists of two 
optionally substituted phenyl moieties. 

24. The comnound of claim 1 8 wherein X 2 is CH 2 and Ar 2 consists of one 
optionally substitutedyphenyl moiety. 



25. ]/he compound of claim 1 8 wherein Ar 2 is phenyl optionally substituted 
with halo. 
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26. The compound of claim 1 wherein Ar 1 is optionally substitute^ 
benzimidazole. 



27. The compound of claim 26 wherein X 1 is CO. 

28. The compound of claim 26 wherein n is 0. 

29. . The compound of claim 26 wherein Ar 1 \/ ;oupled to X 1 through the 3, 4, 
5 or 6 position. 

30. The compound of claim 26 whejein X 2 is CH and Ar 2 consists of two 
optionally substituted phenyl moietk 

3 1 . The compound of claimy26 wherein X 2 is CH 2 and Ar 2 consists of one 
optionally substituted phenyl moietW 

32. The compound 91 claim 26 wherein Ar 2 is phenyl optionally substituted 
with halo. 

33. The compound of claim 1 which is 4-benzylpiperidmyl-indole-5- 
carboxamide or is 4-henzylpiperidinyl-benzimidazole-5-carboxamide. 



34. A^iethod to treat a condition characterized by a proinflammjition response 
which method/fcomprises administering to a subject in need of such treatment a 
compound off the formula 
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— X 2 — T-Af 2 , (1) 



or a pharmaceutical^ acceptable salt thereof 

wherein Ar 1 is indole, benzimidazole, or benzotriazole, optional^ substituted with lower 
alkyl (1-4C), halo, or lower alkoxy (1-4C); 
X 1 is CO or an isostere thereof; 

Y is optionally substituted alkyl, optionally substituted /fryl, or optionally substituted 
arylalkyl; 
n is Oor 1; 
Zis CHorN; 

X 2 is CH, CH 2 or an isostere thereof; and 

Ar 2 consists of one or two phenyl moietie/directly coupled to X 2 and optionally 
substituted by halo, nitro, alkyl (\-6CyCN or CF 3 , or by RCO, COOR, CONR 2 , NR 2 , OR 
or SR, wherein R is H or alkyl (1-6^) or by phenyl, itself optionally substituted by the 
foregoing substituents; 

with the proviso that if Z is Ny& ! is CO, and Ar 1 is indole, Ar 1 must be coupled to X 1 
through the 2-, 5-, 6- or 7-pdsition. 

35. The mejmod of claim 34 wherein said condition characterized by 
inflammation's acute respiratory distress syndrome, asthma, chronic obstructive 
pulmonary disease, uveitis, IBD, acute renal failure, head trauma, or ischemic/reperfusion 
injury. 



36. A method to treat a heart condition associated with cardiac failure which 
method comprises administering to a subject in need of such treatment a compound of the 
formula 
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Ar 1 — X 




or a pharmaceutically acceptable salt thereof / 

wherein Ar l is indole, benzimidazole, or benzotriazole, optionally substituted with lower 



X 1 is CO or an isostere thereof; / 

Y is optionally substituted alkyl, optionally substituted aryl, or optionally substituted 
arylalkyl; / 
n is 0 or 1 ; / 
ZisCHorN; / f) / 

X 2 is CH, CH 2 or an isostere thereof; and/ 

Ar 2 consists of one or two phenyl moiexies directly coupled to X 2 and optionally 
substituted by halo, nitro, alkyl (1-6C), CN or CF 3 , or by RCO, COOR, CONR 2 , NR 2 , OR 
or SR, wherein R is H or alkyl (1/oC) or by phenyl, itself optionally substituted by the 
foregoing substituents. / 

37. The methojd of claim 36 wherein said chronic heart condition is congestive 
heart failure, cardiomyopathy or myocarditis. 

38. . — A nrethod to prepare a compound of the formula 



or a phamiaceutically acceptable salt thereof 

wherein Ar 1 is indole, benzimidazole, or benzotriazole, optionally substituted with lower 
alWl (1-4C), halo, or lower alkoxy (1-4C); 



alkyl (1-4C), halo, or lower alkoxy (1-4C); 



00n 




(D 
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X' is CO or an isdstere thereof; 

Y is optionally substituted alky 1, optionally substituted aryl, or optionally substituted 
arylalkyl; - 
nisOorl; 
ZisCHorN; 

X 2 is CH, CH 2 or an isostere thereof; and 

Ar 2 consists of one or two phenyl moieties directly coupled to 3r and optionally 
substituted by halo, nitro, alkyl (1-6C), CN or CF 3 , or by RCO, COOR, CONR 2 , NR 2 , OR 
or SR, wherein R is H or alkyl (1-6C) or by phenyl, itselfioptionally substituted by the 
foregoing substituents; 

which method comprises 
(a) reacting a compound of the formi 

Ar'-COOH / (2) 
with a compound of the formula 

00/ 




HN 



/ 



Z At 2 (3) 



under conditions wherein the carbbxamide is formed; or 

(b) reacting an optionally substituted indole, benzimidazole or benzotriazole 
with a compound of the formula 

f r/\ 

L-C-N^ Z X 2 Ar 2 (4) 

whereinrL is leaving group; or 

(c) / reacting a compound of the formula 
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